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3) mi^'Bms)jm.m.o:>mm<DmM\tm s \z^-tmK)-v$>^, 



10 



15 



20 



oo 

m 



axj 



m 



00 

I><1 


,14+0.84* 


50+0.31** 








CSJ 


.80+0.61** 


,78+0.24** 






o 


1— 1 

M 


,31+1.24** 


,31+0.46** 




CO 


1— 1 


CVJ 

A3 
-JA 


6.70+1.65 


2.17+0.42 


1-1 

M 


4.82+1.56 


1.98+0.58 


















A]D1 
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c) Wffi 

>T^^Un>5 Omg/'k g^a^# m^m2) X\tit^K2iZit-<X 
"^M&^izmmM-^^i&K^^ibtiX^D . •^^izU^miXI/t^^m'^y h 

10 ^^■m-tmm^^m\zmmm^^<^7L^i'^mi}^^^^hi}t7Rmx^^. 

y y-^^^T u><Dmmm¥!^i^^\^rcm't\z^^mii:^(D=E^)vwim 
U(Dmmmum^ffi^mz^m.-^nxnmmf}^^<mx ^nt^zLh \z^iz 
^ 7 cktKin 3 o^fi^^-fbfc^-rd: -5 \z. -rx\zmm\^fz.mum(D^T 
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wo «2/<M43 



PCT/JP«1/«51)44 



^Ei) (D^mtmcizfsi^z.^^m^hi^tmt>n^o ^ncto^<;^ 

15 mh<^m-r^tU^m.l\:Si^^m^yh dtSglSl) <fcf5{^PD#:S^ 

t)i^f. 'J y ^ ^>Y ^ V n ymm^ait^-^m^iamt ^ ^ txmmmpi 

M<DMit\zMJt^T^ t^^t)nx^^^ (Rizack M.A. :J.Bio. Chem. 236:657 
(1961) ) , t^oX. miSCDm^^-^^U. ^I^ISl. 2*3«j;Z^'3T#|^{C^ 
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mmm2 

a) ^i^:;^^ 

1) ^JRT#ET#:fi%)}tofe;^#:<h/^§JliiCD^-/ h (jBilCR) (8 

> T iJ:^ u 3 > (7) jiii^#MD^ {c -r y :7 ^ 3}? > u n >^ H ^® ^ b fei? 



20 
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5) friiirvfc'i 

^>5^-J >.r:;jiTcD|i^S€r0<-©f5i#T, ^C^-5S>?>i S 1 0 % Antibiotic- 
Ant imycoi : c Gr^^W RPMI Medium 1640 1 ml CD^It^T^:^^— 

6) ft:'fr^:);!^7^ 

nU O'j II'. 4 -• i; n n - - ^ an ^ b 7t „ 

b) oA-Vn-'i- 

1 ) (t- 'I', w j'i! TL'-Tgm^m 4 fc^TM J9 irab -5 c 

2 ) ?t'c'}:i^:p-ntt^oji^jIi©a«'^'ft;«|ll 5 \z^tm D "e^ 0 , 1 0 0 g 

c ) Q^'- fcii 
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^^nx^^tiii^^^y h\zitf^hxm(Ditmm.2^mz^^m^^^ 2^ 
#i^fc@^iK$i±-s<i:. ^m<Dmmm^wmi^. ^mmiu^mui^x. mm 

HJS^d 3 

^mmM\z:^\,^x\t. mizni^xmm^ff^rc&iz. mii(Dm^fpM, 

20 m'^yy hCsmS?) izMl^xm^^mLfzo 
a) K^^^ti 

1) sHRsp^^/h (sMi^) ^mML. imm(D'^mmw^'if^K 
mmx^^xi^mhm^rc^i^tt^^sHRSp^y h cemm) 
i^r^o ^ii^w<^sgB«fc D 2 8 sreitcsf?, mi o\z^-rm.}^(Dmms)5m 
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55±io%i:L.^ ^m:&^^i^M. ( 1 5 ihi/ 1 mm) tL. ummmt: 

8:00a. m. —SiOOp. m. tV. ^'Wmm^X^JlT.m'f^m^ 

5 --ythr^o 



imio] 



10 







=7- K 


25 


.0 




11 


.0 




24 


.0 




15 


.5 




10. 


.0 




3. 


.0 




2. 


0 




1. 


0 


h*^ $ y ^ ^ ;^ (CLE Ammm ) 


1. 


0 




7. 


0 



15 2) V>'^3j?>Ti/U n>(D^# 

itl^K^fLZJ^izUmm. 1 :feJ;tK2 iitd-^-n-enS HR S F^y h^6m 

20 C^ll] 







Ji^-^* ( mg/kg ) 








^1^1>1 1 


mm-^^ y :7 ^ VT^" U =1 y 


20 






40 
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3) ^m.o:>m^ 

^sHRs p^^;/ h©#a$. i^-^mimat. n-^mm^mBim 

5) jfiLjEzil^ 

mmmmm^^n-i vy'^:^>T^v:2>(D^^mm^. 0,7,1 

10 3j>;l/^-tH^L> 3 8 ± l'C{;:#iaL.fciyc^-rtail cuff 

6) msk. ^m^mB(DmM 

» G r i e s s J;rXH P L C {C J; D zliJ^^tTo fee 

SHRSP^y b^0#:|^Ji&J»^^tBT^feJ6t^J«MSiJte> liFBmmi&, 

7) ^-^(Dmm^&^mm 
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^JiS t u d e n t ' s - tm^m^^tz.. n.^. ^^fSMfl'J^^^: W 
b) 

5 1) ^mmm 



10 



15 



20 



r 
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2) i^m(Dm^B^^tm:i 2^^um8\z^TmiD'vh^ 
mi 2] 



(g) 



5 







0 






1 






2 






3 




(n=6) 

20rng/kg|? (n=6) 
40mg/kg|f (n=6) 


123.2 
124.4 
124.6 


± 

db 
4r 


11.30 
8.08 
9.25 


134.0 

129.0 
129.3 


± 
± 


11.92 
8.60 
9.49 


146.8 
139.7 
136.6 


± 


13.35 
7.06 
9.40 


162.0 
150.0 
140.0 


dz 

±: 


17.35 
7.25 
9.48 * 



(H) 




4 




5 






6 






7 




mmm (n=6) 


175.4 


± 19.41 


189,5 




22.40 


203.3 


±: 


24.25 


216.6 


±: 


26.49 


20mg/kg?¥ (n=6) 


161.6 


± 7.11 


172.4 


± 


7.91 


182.6 


± 


11.80 


192.6 


±: 


14.26 


40mg/kgl¥(n=6) 


149.5 


± 12.92 * 


160.1 


± 


14.57 * 


173.2 




13.69 * 


186.3 




13.52 * 



(B) 






8 




9 






10 




11 






(n=6) 


227.6 


± 25,98 


239.1 


± 


23.93 


247.4 


dz 


23 A 2 


257.8 dt 


22.08 


20mg/kgf 


?(n=6) 


205.2 


± 15.42 


216.8 


± 


15.53 


229.0 


± 


16.47 


241.2 dr 


14.87 


40mg/kg|^ 


P(n=6) 


199.0 


± 14.47 * 


210.5 


± 


14.14 * 


221.0 




13.84 * 


230.0 -4- 


10.86 * 



(B) 




12 




13 






14 






15 




S^m^ (n=6) 
20mg/kgil (n=6) 
40mg/kg|¥(n=6) 


268.7 
248.7 
239.8 


±: 21.05 
± 15.32 
± 10.74 * 


274.0 
259.5 
249.9 


di 


15.93* 
15.38 
10.23 * 


283.5 
271.3 
260.4 


±1 
± 


14.97 
13.80 
10.50 * 


293.0 
279.7 
273.2 


±: 
d= 


13.74 
12.54 
7.86 * 



(B) 




16 




17 






18 






19 




>^mm (n=6) 


302.0 


± 12.91 


311.0 


±: 


12,68 


314.5 




12.54 


317,9 


± 


12.50 


20mg/kg|$ (n=6) 


286.1 


± 12.37 


293.7 




14.02 * 


296.8 




14.27 * 


300.9 




14.74 


40mg/kgS¥ (n=6) 


280.5 


± 9.03 ** 


290.3 


± 


7.58 ** 


293.8 


di 


7,54 ** 


296.2 




6.97 







20 




21 






22 






23 




>:imm (n=6) 


320,2 


± 14.07 


322.6 


±: 


17.61 


325.9 


±: 


13.54 


328.8 


ih 


13.63 


20mg/kg§? (n=6) 


304.5 


± 14.71 


308.2 


dr 


14.99 


311.8 


it 


14.85 


314.1 


zb 


14.75 


40mg/kgi$ (n=6) 


299.3 


± 6.62 * 


302.6 




6.61 * 


305.9 


dr 


6.42 * 


307.8 


-h 


5.76 * 



(B) 




24 




25 






26 






27 




>imm (n=6) 


331.5 


± 13.91 


332.7 


dz 


14.67 


335.9 


it 


14.51 


33.9.3 


it 


14.56 


20mg/kg|$ (n=6) 


316.1 


± 14.35 


317.2 


± 


15.05 


320.0 




15.07 


321.5 


It 


15.76 


40mg/kg|?(n=6) 


310.4 


± 5.88 * 


312,9 




5.38 * 


315.3 


dz 


5.73 * 


315.5 




6.00 ** 



(BJ 




28 




20mg/kg|| (n=6) 
40mg/kg§$ (n=6) 


340.7 
322.1 
317.0 


± 
dz 


16.07 

17.12 
5.99 * 



(.W-i^m±WMMM:nm^lzM-t^^WM^m *:/7<0.05; ♦♦:p<0.01) 
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3) mmMo:>m^mmtm 1 s^sj^ixEiQtc^^iiDT^^o 



mi 3] 



(B) 




0 






1 






2 




3 




mmm (n=6) 

20mg/kg|^ (n=6) 
40mg/kgp(n=6) 


16.83 
15.67 
16.17 




2.79 
3.01 
3.19 


17.00 
15.67 
16.33 




2.97 
3.01 
3.27 


17.50 
15.83 
16.33 




2.59 
3.25 
3.27 


18.00 ± 
16.17 ± 
16.67 -f- 


3.29 
3.06 
3.27 




(B) 




4 






5 






6 




7 




(n=6) 

20mg/kg|$ (n=6) 
40mg/kg|¥(n=5) 


18.50 ± 
16.50 ± 
17.00 ± 


3.27 • 

3.15 

3.58 


18.50 
17.00 
17.33 


± 


2.59 
3.16 
3.72 


18.83 
17.17 
17.67 




2.71 
3.06 
3.27 


18.83 ± 
17.67 ±: 
17.67 d= 


2.71 
3.01 
3.27 



10 



(B) 




8 






9 






10 






11 




mmm (n=6) 


19.33 




2.07 


19.33 


dr 


2.07 


19.83 


±z 


2.23 


20.33 


±z 


2.07 


20mg/kgi$ (n=6) 


18.17 


± 


3.06 


18.33 




2.88 


18.67 


±: 


3.01 


19.17 


±z 


3.06 


40mg/kgi¥(n=6) 


18.33 


± 


3.61 


18.50 




3,56 


18,67 


:± 


3,27 


19.17 




3.66 







12 






13 






14 






15 




5E*fiSI¥ (n=6) 
20mg/kg?¥ (n=6) 
40mg/kgS^ (n=6) 


20.33 
19.33 
19.50 


± 
± 


2.07 
2.88 
3,56 


21.17 
19.83 
19.67 


±1 


1.83 
3.25 
3.56 


21.17 
20.17 
20.00 


±: 
dz 


1.83 
3,06 
3.46 


21.83 
20.50 
20.17 


±: 
±: 
±: 


1.83 
3.15 
3.31 



15 



(B) 




16 






17 






18 






19 




s^mm (n=6) 


22.17 


± 


1.83 


22.50 


db 


1.87 


22.67 


±: 


1.63 


23.50 


±: 


1.87 


20mg/kg?¥(n=6) 


20.83 




3.25 


21.17 




3.43 


21.50 


±: 


3.15 


21.67 


± 


3.39 


40mg/kgS¥ (n=6) 


20.67 


± 


3.72 


20.83 


±: 


3.76 


21.00 


±. 


3.29 


21.50 




3.73 



(B) 




20 






21 






22 






23 




timm (n=6) 


23.50 


:± 


1.87 


23.83 




2.32 


24.33 




1.86 


24.83 




2.32 


20mg/kga^ (n=6) 


22.17 




3.43 


22.17 




3.43 


22.67 


±: 


3.44 


22.67 




3.08 


40mg/kga^ (n=6) 


21.67 


± 


3.61 


21.83 




3.60 


22.17 


It 


3.49 


22.33 


± 


3.39 



CB) 




24 






25 






26 






27 




S^mm (n=6) 


24,83 


4: 


2.32 


25.50 


±: 


2.35 


25.83 




2.32 


26.50 




2.35 


20mg/kg|¥ (n=6) 


22.67 


±: 


3.08 


22.83 


dz 


2.93 


23.33 


dr 


3.27 


23.33 


± 


3.27 


40mg/kg?f (n=6) 


22.67 


± 


3.39 


22.83 


± 


3.31 


23.00 


di 


2.97 


23.33 


dz 


2.94 



(B) 




28 




5^SB|$ (n=6) 


26.83 


± 


2.32 


20mg/kg?¥ (n=6) 


24.00 




3.15 


40mg/kg|f (n=:6) 


23.50 


± 


2.95 



iw-i^m±^mmm:nmm\ziiiT^mMm^m *:p<o.o5: **:p<o.oi) 
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(B) 




0 






7 




14 






21 




it?iClS (n=6) 


140.20 




4.92 


156.70 




6.12 


173.70 ± 


7.87 


1 92.00 


± 


3.74 


20mg/kgP (n=6) 


139.80 




5.34 


154.30 




4.32 


171.00 ± 


5.10 


1 86.50 




5.05 


40mg/kg|$ (n=6) 


140.70 




5.50 


154.70 




4.23 


168.00 ± 


6.54 


182.50 


4- 


6.25 * 



15 



20 



(B) 






28 






=6) 


205.50 




4.04 


20mg/kgi? (n= 


=6) 


198.30 




6.09 * 


40mg/kg|? (n: 


=6) 


193.80 




8.04 ** 



(¥J^liS±«2«iill:J±i^E(-5E*-r-SWmM^^ *:p<0.05: **:p<0.01) 
[^15] 

iuM) 

(Bj 0 14 28 

itScE (iT^e) 5.50 ±: 1.87 4.67 d= 1.63 4.00 ± 2.10 



20mg/kg|f (n=6) 4.87 d: 1.97 9.83 ± 3.43 * 18.67 ± 4.23 * 
40mg/kg|| (n=6) 5.00 ± 1.41 10.67 dr 3.56 ** 23.83 i 4.17** 

{w-mw.±mmmm ■.j±mm.izt^T^mmm^m *:p<o.o5: **:p<o.oi) 



-/^^ » 1 6 , 17, 1 8:fei;rX|lI 1 2 > 13, 1 4 

[^1 6] 

( ng/mg : Cr ) 

(B) 0 14 28 

fct^E (n=6) 10.30 ±. 1.63 13.50 ±: 1.05 16.70 =!= 1.21 
20mg/kgif (n=6) 10.50 ±. 2.43 13.00 ± 3.22 13.50 ± 2.66 * 
40mg/kg|f (n=6) 10.30 ± 2.34 12.20 dt 2.04 13.20 ± 2.32 * 

{w-mm±mmmM:itm^iZ}^T^^Mmmm ♦:p<o.o5; **:p<o.oi) 
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C^l 7] 



( ng/mg : Cr ) 

^Hj 0 lT 



_ 28 

^EWE (n=6) 44.80 ± 3.43 60.00 ± 3.95 76 00 ± 3 03 

20mg/kgg(n=6) 45.20 dz 4.07 57.70 ± 1.03 67.50 ± 3^62** 

40mg/kgg^(n =6) 46.50 ± 3.15 57.30 ± 3.20 63 00 -H 3 16** 

i^i^m±mmmm\itmmz^-r^:^m:m^^ *:p<o.o5: **:p<ooi) 



[*1 8 ] 



( ng/mg : Cr ) 

(H) 



1 4 28 
0;^6) 512.30 ± 5.43 632.80 ± 15.07 707.20 ± 



10 ?S"'^sP (n=6) 518.70 ± 11.83 SeT^ZO ± 22!79 ** 640.70 ± szls ** 
40mg/kgf¥ (n =6) 507._3O ± 16.78 545.30 ± 16.29 ** 613 00 ± 29'35 *+ 

^^^^£iiH±^^2p^ls:i±?j^ElZ5c^T-§>wm^^:s*:p<o.o5■ **'-p<ooi) ' 



7) jfiim.^ni/X7^D-;i/. HDL -n 1/;^5^o-;k LDL-ni^x 

15 5 IC^fii D T^^-5o 
1 9 ] 



jfli;t.|g3bXfn-;i.-HDL-3bXfo-;t>-iJ3L-3b7fn-iU-3bxfp-;i/xxf;btb 

.^3bXfP-JI' HDL-abAta-JU LDL-aUAfO-iU 3bXfP-;i/XAfJUJ± 

(mg/dO (mg/dU (mg/dL) (%) 

tt-SE (n=8) 77.78 ± 20.64 40.32 d= 2.69 36.57 ± 2.36 71.17 ± 3.06 

20mg/kgil (n=6) 65.47 ± 3.01 29.20 ± 1.14 ** 25.47 ± 2.20 ** 69.83 ±4 83 
40mg/kgg| (n=6)^ 60.58 ± 2.53 26.68 ± 2.28 ** 25.45 ± 2.07 ** 71 50 j= 4 04 
20 (¥KHl±^lip«S;itS£E(Cj!trr'§>WM«S *:p<0.05; **:p<0.01) 



mi 6, 1 7 tC^T® DTa&'Bo 
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[^2 0] 

(mg/dL) (uEq/L) 

J±icE (n=6) 102.32 ± 6.42 351.00 ± 13.80 
20mg/kgSI (n=6) 87.57 ± 4.52 ** 403.50 ± 16.45 ** 
40mg/l<gll (n=6) 81.73 ± 6.22 ** 436 17 ± 9.79 ** 

lWWW±WmMW~Em^iz^T^WmMWW*^p<o^ ** ■. p<o.oi ) 



9) ^mnmizm-r^mmmmm. mmmmm. wmmmmi^^umim 
im2 1] 



(g/100g^:$:a) 

















iiJ^?LJSHflifl» 


liiiE (n=6) 


1.87 


± 0.16 


2.17 




0.43 


3.12 ±1 0,41 


2,40 ± 0.25 


20mg/kgl$ (n=6) 


1.58 


± 0.20 * 


1.82 




0.35 


2.72 ±: 0.42 


1.92 ± 0.40 * 


40mg/kg|f (n=6) 


1.53 


di 0.30 * 


1.58 




0.32 * 


2.38 dr 0.20 


1.85 ± 0.27 



i {W-i^m.±m^mS.:ii.^^iZyi!fr^mmmm'& *:p<0.05; =M«:p<0.01) 

i 



c) WB 

©sHRs F^y hiz^i^^xhm^ y h tmuizi^mmmajmm-^nrco 
^<D:it\t:$i^^M<Dmmmmmu^^^T^:Lt\z^-Dxm^ y hiz^i,^ 

20 ^(D^m.'^ti^m.fi-z\^-^z.h\zms.^fs.^^o 

^#>TiJ^U n>(Dffl»75^^2 Omg/kg (DI^I^Kl tC:feViTtt, 17. 18, 

- 31 - 



wo ()2/«4437 ^ PCT/JP01/(»5944 

2 0-2 4 0 Biz^M\zm>m^^v. mMtvx 5%<D^m(Dmmybm 

$ij$n, < V7^#>7iJ7^U H>©ffli;&t4 omg/kg CD ^i^E 2 {C*5 V^T 

2 iz:^\.^xmmm(D^mm\^7!)mit)^nr^o 

l^-r^t. 7. 1 4BB\Z\tiS.T\tm^^tlf3:-^^^rc7!}^. 2 1. 2 8BB 
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